AMENDMENTS 

Id the claims : 

Please cancel claims 1-52, without prejudice or disclaimer. 
Please add the following new claims: 
53. (New) A compound having the structure: 




H o 



204276V 1 



1 




and its pharmaceutical^ acceptable salt. 



54. (New) The compound of claim 53, wherein the compound is comprised of a mixture 




and its pharmaceutical^ acceptable salt. 

56. (New) The compound of claim 54, wherein the compound is the Z isomer having the 
structure: 



h h 




204276vl 



2 



and its pharmaceutical^ acceptable salt. 





57. (New) A composition comprising the compound of any of claims 53 to 56 and a 
carrier. 

58. (New) A composition according to claim 57, wherein the carrier is a pharmaceutical^ 
acceptable carrier. 



(New) A method for inhibiting the proliferation of a pathological cell in vitro, wherein 
thymidylate synthase is overexpressed in the cell, comprising contacting the cell with 
an effective amount of the compound according to any of claims 53 to 56. 

(New) A method according to claim 59, wherein the pathological cell is a colon 
cancer cell, a breast cancer cell, a gastric cancer cell, a head and neck cancer cell, a 
(Kverpancer cell, or a pancreatic cancer cell. 

(New) A method according to claim 59, wherein the pathological cell is a colon 
cancer cell. 



60. 




f the compound according to any of claims 53 to 56 for the manufacture 
icament for use in the treatment of a pathology characterized by pathological 
cells that overexpress thymidylate synthase. 



of a 



In the Claims: 

Please cancel claims 2 to 52 without prejudice or disclaimer, 
to 83, as follows: 



Please add new claims 53 



A j JA. (NEW) A compound or a pharmaceutical^ acceptable salt of the compound, wherein the 
compound has the structure: 



Q 



,R 1 



wherein: 



(i) R 1 is a group: 




wherein Xd is H; and, Xc is CI or Br, 

or 

(ii) R 1 is a group: 



X 

wherein Xd and X« are independently the same oj 
from CI, B^nd(^^_ cy^ (y^i^ 

(iii) R 1 is a group: 
wherein Q is: 



R 7 -0 * 



t and are selected 





R B R 6 
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wherein each R 6 is independentlyg^^ 
R 7 is -H, a pho sphate grou p^ ^a^Ko^Boaiester gr oiq^ ^^osphoramidate^m y^ 
wherein the compound may be in^^^naotiemeric, di asteriome ric, or 
stereoisomeric formftocludinJ'D-form/L-form, a-anomeric formed P-anomeric form. . . 

Ql J>K? (NEW) A compound according to claim wherein: 
R 1 is a group: 

wherein Xd is H; and, Xc is CI or Br, 

(j \ (NEW) A compound according to claim 53, having the structure: 

O ^Br 




^ (NEW) A compoxmd according to claim^, having the structure: 




r \5v. (NEW) A compound according to clairn^ wherein: 
R 1 is a group: 




wherein X<j and Xc are independently the same or different and are selected from 
CI, Br, I, and^P 
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(A 

(NEW) A compound according to claim J53f, wherein: 
R 1 is a group: 

X 

wherein each X is selected from CI, Br, I, and CN. 



{Ju jd- (NEW) A compound according to claim wherein X is CI or Br. 

66. (NEW) A compound according to claim 58; wherein X is Br. 
^| (NEW) A compound according to claim^wherein Q is: 

R'-O- ff 



y\ — f i 



Mr 

2 



7 



OH 



(NEW) A compound according to claim ^wherein Q is: 

r 7 -0- * 




y\ — 'z 
6H 



(NEW) A coi 



mpound according to claimjo, having th< 



R— O 




ie structure: 
Br 
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1 M. (NEW) A compound according to claim,53, having the structure 




(NEW) A compound according to claintSSf wherein R 7 is -H. 

■ p 

(Six (NEW) A comjx>und accor<Ung to clai^^ 
derived from an amino acid 

^« (NEW) A compound according to claim^ wherein R 7 is: 

0-H 



?, , 

-p— | 
H3C . COOCH3 



<r ^i (NEW) A compound according to claims^? wherein R 7 is: 

0 . 



HO-P— 



I 

^COOCH, 
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^&ff (NEW) A compound according to clain^^having the stnictur^^ 




OH 



wherein Xd is H; and, Xc is CI or Br. 



^0 (NEW) A compound according to claim ^having the structure: 

o o^V 





PhO-P— 0- 
C0 2 CH 3 OH 



wherein Xj is H; and, X„ is CI or Br. 

(NEW) A compound according to claim ^having the structure: 
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(j^JJ^ (NEW) A compound according to claim ^having the structure 




A compound according to claim ^3, having the structure: 




fix 



PhO-P— O 
Me^NH '" ,0 

C0 2 CHj OH 

wherein Xj and Xe are independently the same or different and are selected from Gl, Br/ 
and^N. 



(NEW) A compound according to claim^3f having the structure: 




- .0 





wherein each X is selected from CI, Br,ll, and Cbti 

(NEW) A composition comprising a compound according to clain^^md a carrier. 
^To. (NEW) A composition comprising a compound according to claim ^3, and a 



pharmaceutical!]/ acceptable carrier. 
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^Y'prt (NEW) A method fi^LS^^^g)br a therapeutic agent, comprising: 

(a) contacting a sample containing a taiget cell with a compound according to 
claino3; 

(b) contacting a separate sample of the taiget cell with a potential therapeutic 
agent; and 

(c) comparing the samples for inhibition of cellular proliferation or cell killing. 

^( ^ (NEW) A method according to claim^wherein the target cell is characterized as resistant 
to a chemotherapeutic drug. . 

(NEW) A method according to claim//, wherein the target cell is characterized as 
expressing a target enzyme that is amplified as a result of selection in vivo by chemotherapy. 

% Y 

0^ Qj^ (NEW) A method according to claim^Twherein the target enzyme is an endogenous 
intracellular enzyme that is overexpressed in the taiget cell. 

/a I ffC (NEW) A method for inhibitm ^the proliferation of a pathological celQ vherein 

' thymidylate synthase i^ye^ ^ressed in thecelp comprising conta cting the cell with an 

eff ective amount ofi hfi-compound according to claim J#TV ^ 

ft ~\Jj£- (NEW) A method according to claim^St/ wherein the pathologcdcell is a colon canc er 
cell, a breast cancer cell , a gastric cancer cel l, a head and neck cancer c ell, ^^ ^bancer 
cell, or a pancreatic cancer c ell. 

(NEW) A method according to claim pf, wherein the pathological cell is a colon cancer, 
cell. 



ops* 
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L AMENDMENTS 



In the Paims : 

The following Listing of the Claims replaces all prior versions, listings and 
amendments. 

Listing of the Claims : 

Claims 1 . to 52. (Previously Canceled) 

53. (Currently Amended) A compound having the structure: 



and ke pharmaceutical^ acceptable salt salts thereof 
54. (Cunently Amended) The compound of claim 53, wherein the compound 
comprised of a mixture of the terminal halogenated double bond E and Z isomers. 
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55. (Currently Amended) The compound of claim 54, wherein the compound is the E 
isomer having the structure: 




and its pharmaceutically acceptable safe salts thereof 
56. (Currently Amended) The compound of claim 54, wherein the compound is the Z 
isomer having the structure: 




and its pharmaceutically acceptable safe salts thereof 

57. (Currently Amended) A con^osition wn^msing a compound of any of claims 53 
to 56 and a carrier. 

58. (Currently Amended) A pharmaceutical composition according to claim 57, wherein 
the carrier is a pharmaceutically acceptable carrier. 
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59. (Currently Amended) A method for inhibiting the proliferation of a pathological cell 
in vitro, wherein thymidylate synthase is overexpressed in the cell, comprising contacting the 
cell with an effective amount of&ea compound according to any of claims 53 to 56. 

60. (Previously Presented) A method according to claim 59, wherein the pathological cell 
is a colon cancer cell, a breast cancer cell, a gastric cancer cell, a head and neck cancer cell, a 
liver cancer cell, or a pancreatic cancer cell. 

61 . (Previously Presented) A method according to claim 59, wherein the pathological cell 
is a colon cancer cell. 

62. (Currently Canceled) 

63. (Previously Presented) A compound or a pharmaceutically acceptable salt of the 
compound, wherein the compound has die structure: 




wherein: 

(i) R 1 is a group: 




wherein Xa is H; and, %. is CI or Br; 

on 

(ii) R 1 is a group: 




wherein X<j and X,. are independently die same or different and are selected from CI, Br, I, 
and CN; 

on 

(iii) R l is a group: 
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wherein each R 6 is independently -H, -OH, -OC(=0)CH 3i or F; and, 

R 7 i$ ~H, a phosphate group, a phosphodiester group, or a phosphoraznidate 

group; 

wherein the compound may be in any enantiomeric, diasteriomeric, or 
stereoisomers form, including D-form, L-form, a-anomeric form, and 0-anomeric form. 

64. (Previously Presented) A compound according to claim 63, wherein: 
R ! is a group: 




wherein Xd is H; and^Xc is CI or Br. 



65. (Currently Amended) A compound according to claim 63 , having the structure: 




Q 



66. (Previously Presented) A compound according to claim 63, having the structure: 




Q 
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67. (Previously Presented) A compound according to claim 63, wherein: 
R l is a group: 




wherein X* and Xc are independently the same or different and are selected from CI, Br, I, 
and CN. 

68. (Previously Presented) A compound according to claim 63, wherein: 
R l is a group: 




wherein each X is selected from CI, Br, I, and CN. 

69. (Previously Presented) A compound according to claim 68, wherein X is CI or Br. 

70. (Previously Presented) A compound according to claim 68, wherein X is Br. 

71. (Currently Amended) A compound according to claim 63, wherein Q is: 




72. (Currently Amended) A compound according to claim 63, wherein Q is: 




6h 
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73. (Currently Amended) A compound according to claim 63, having the structure: 

.Br 




74. (Currently Amended) A compound according to claim 63, having the structure: 



R l — O' 




75. (Previously Presented) A compound according to claim 63, wherein R 7 is -H. 

76. (Previously Presented) A compound according to claim 63, wherein R 7 is a 
phosphoranridate group derived from an amino acid. 



77. (Currently Amended) A compound according to claim 63, wherein R 7 is: 



0-°-r! 



NH 

H a C COOCH, 
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78. (Currently Amended) A coirpound according to claims 63, wherein R 7 is: 

HO-P— I 

\ I 



6^ 



\ 



COOCH, 



79. (Previously Presented) A compound according to claim 63, having the structure: 




OH 

wherein X<j is H; and, X, is CI or Br. 



80. (Currently Amended) A compound according to claim 63 , having the structure: 




PhO-P— O 



Me,,, ^NH 



wherein X<j is H; and, X,. is CI or Br. 
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81 . (Currently Amended) A compound according to claim 63, having the structure: 




82. (Currently Amended) A compound according to claim 63, having the structure: 




83. (Previously Presented) A compound according to claim 63, having the structure: 

CO a CH a OH 

wherein Xo and X* are independently the same or different and are selected from CI, Br, I, 
and CN. 
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84. (Previously Presented) A compound according to claim 63, having the structure: 




wherein each X is selected from CI, Br, I, and CN. 

85. (Previously Presented) A composition comprising a compound according to claim 63 
and a carrier. 

86. (Previously Presented) A composition comprising a compound according to claim 63, 
and a pharmaceutical^ acceptable earner. 

87. (Previously Presented) A method for screening for a therapeutic agent, comprising: 

(a) contacting a sample containing a target cell with a compound according to claim 63; 

(b) contacting a separate sample of the target cell with a potential therapeutic agent; and 

(c) comparing the samples for inhibition of cellular proliferation or cell killing. 

88. (Previously Presented) A method according to claim 86, wherein the target cell is 
characterized as resistant to a chemotherapeutic drug. 

89. (Previously Presented) A method according to claim 86, wherein the target cell is 
characterized as expressing a target enzyme that is amplified as a result of selection in vivo by 
chemotherapy. 

90. (Previously Presented) A method according to claim 86. wherein the target enzyme is 
an endogenous intracellular enzyme that is overexpressed in the target cell 

9 1 . (Previously Presented) A method for inhibiting the proliferation of a pathological 
cell, wherein thymidylate synthase is overexpressed in the cell, comprising contacting the cell 
with an effective amount of the compound according to claim 63. 

92. (Previously Presented) A method according to claim 90, wherein the pathological cell 
is a colon cancer cell, a breast cancer cell, a gastric cancer cell, a head and neck cancer cell, a 
liver cancer cell, or a pancreatic cancer cell. 
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93. (Previously Presented) A method according to claim 90, wherein the pathological cell 
is a colon cancer cell. 
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Amendments to the Claims 



This listing of Claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1. (Currently Amended) A compound having the formula: 




wherein K\ is selected from the group consisting of aQcyi, alkenyl, alkynyl, vinyl, propargyi 
and substituted derivatives thereof; 

wherein Ra and R 3 are independently the same or different and are selected from the group 
consisting of Br, CI, P, 1 H, OH, 0C(=O)CH3, -O-and -O-Rg, wherein Rg is a hydroxy protecting 
group other than acetyl; 

wherein R* is a side chain of any naturally occurring amino acid or an analogue of said side 

and wherein R9 is selected from the group consisting of hydrogen, an aliphatic group, an 
alicyclic group, an aromatic group aafl-a heterocyclic group ond d e rivativofrand or. an adamantyj 
grot 
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thes e compounds. 

2. (Previously Amended) The compound of claim 1, wherein R$ is a side chain of an 

. amino acid selected from the group consisting of alanine, glycine, tryptophan, leucine and aspartic 
acid. 

3 . (Original) The compound of claim 1 , wherein R\ is a halogen-substituted vinyl 
derivative. 

4. (Original) The compound of claim 3, wherein R\ is bromovinyL 

5. . (Previously Amended) The compound of claim 4, wherein the amino acid is alanine 
and therefore R* is methyl, with the proviso that R? is not methyL 

6. (Previously Amended) The compound of claim 5 > wherein R# is selected from the 
group consisting of -CH 2 -phenyl, -CHr^cycIopropyl, cyclohexyi, iso-propyl, -CHb-tot-hutyl, 
cycloheptyl, cyclooctyl and -CH^adamantyL 

• 7. (Previously Amended) A compound or its phannaceutically acceptable salt, ester or 
ether, wherein the compound has the formula: 



o 



Br 
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8. (Previously Amended) A compound ar its pharmaceutical^ acceptable salt, ester or 
wherein the compound has the formula: 




9. (Previously Amended) A compound or its pharmaceutical^ acceptable salt, ester or 
ether, wherein the compound has the formula; 
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10. (Previously Amended) A compound or its pharmaceutical acceptable salt, ester or 
ether, wherein the compound has the formula: 




11. (Previously Amended) A compound or its pharmaceutically acceptable salt, ester or 
ether, wherein the compound has the formula: 
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12. (Previously Amended) A compound or its pharmaceutical^ acceptable salt, ester or 
ether, wherein the compound has the formula: 
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13. . (Previously Amended) ' A compound or its phannaceutically acceptable salt, ester ox 
ether, wherein the compound has the formula; 




14. * (Previously Amended) A compound or its pharmaceutical^ acceptable salt, ester or 
ether, wherein the compound has the formula; 
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15. (Previously Amended) A compound or its pharmaceutical^ acceptable salt," ester or 
ether, wherein the compound has the formula: 




16. . (Currently Amended) A compound or its phannaceutically acceptable salt, ester or 
ether, wherein the compound has the formula: * 

. Br 
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17. (Currently Amended) A compound or its pharmaceutically acceptable salt, ester or 
ether, wherein the compound has the formula: 
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• 18. (Currently Amended) A compound or its pharmaceutically acceptable salt, ester or 
ether, wherein the compound has the formula: 
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19. (Previously Amended) A compound or its pharmaceutical^ acceptable salt, ester or 
ether, wherein the compound has the formula: 




20. (Previously Amended) A compound or its pharmaceutical^ acceptable salt, ester or 
ether, wherein the compound has the formula: 
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21. (Previously Amended) A compound or its pharmaceutically acceptable salt, ester or 
ether, wherein the compound has die formula: 




22. (Previously Amended) A compound or its pharmaceutical^ acceptable salt, ester or 
ether, wherein die compound has the formula: 






\ 



21 



PA^212eea2,1/Z0Z389»-70(M472fl01 



U.S. Serial No. 10/119,927 
Docket No. NB 2025.00 



PACE 3(1/40 * RCVD AT 9^2004 8:30^4 PM [Eastern DayfigM firae] * SVR:U«>T0£FXRF-1/1 * DMS:8?29306 * CSID:&5084W8(I0 * DURATION (nu?«5):10-a 



09/09/2004 17:36 FAX 65084JU800 BINGHAM McCUTCHEN LLP 



8^S 



81031 



23. (Currently Amended) A confound or its pharmaceutical^ acceptable salt, ester or 
ether, wherein the compound has the formula: 
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24. (Previously Amended) A compound or its pharmaceutical^ acceptable salt, ester or 
ether, wherein the compound has me formula: 

Br 





25. (Previously Amended) A compound or its pharmaceutically acceptable salt, ester or 
ether, wherein (he compound has the formula: 
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26. (Previously Amended) A compound or its pharmaceutically acceptable salt, ester or 
ether, wherein the compound has the formula: 




27. (Original) A composition comprising the compound of claim 1 and a carrier. 

28. (Original) A pharmaceutical composition comprising the compound of claim 1 and a 
pharmaceutically acceptable carrier. . 

29. (Previously Amended) A method of inhibiting the proliferation of a cancer cell 
comprising contacting the cancer cell with an effective amount of the compound of claim 1 or a 
metabolite thereof. 

30. (Previously Amended) A method for treating a cell or tissue related to an 
autoimmune disorder or an inflammatory condition, comprising contacting the cell or tissue with an 
effective amount of the compound of claim 1 or a metabolite thereof. 

3 1 . (Previously Added) The method of claim 29, wherein the cancer cell is a colon 
cancer cell or a breast cancer cell. 



32. (Previously Added) The method of claims 29 or 30, wherein the contacting is w 



vitro. 
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33. (Previously Amended) The method of claims 29 or 30, wherein the contacting 

is in vivo. 

34. (Withdrawn) The composition of claim 27, further comprising an effective amount 
of a nucleoside transport inhibitor. 

35. (Withdrawn) The method of claim 29, further comprising administering an effective 
amount of a nucleoside transport inhibitor. 

* * 

36. (Withdrawn) The method of claim 29, wherein the treatment comprises reversing 
resistance to a chemo therapeutic. 
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I. AMENDMENTS AND LISTING OF CLAIMS 

Listing of Claims 

The following listing of the claims supersedes and replaces all prior amendments i 
claim listings. 

1. (Currently Amended) A method for treating a subject having an autoimmune 
disorder infimwir tntnty AAnrtiHnn rheumatoid arthritis comprising delivering to the 
subject an effective amount of an L- or D- compound of the formula: 



\V- — o — p — o 

CH 3 NH 




-Br 



Y 



COOCH3 



V 

OH 



or its 5' monophosphate derivative, and wherein the compound or its 5* monophosphate 
derivative may be in any of its enantiomeric, disasteriomeric. stereoisomer^ or anomeric 
forms fr £a-6 empound the solootod from th e group consisting of a 1,5 oubotitutod 
pyrimidino dorivativo or analog and a substituted fumno pyrimidono derivativ e of analog , 

2. (Withdrawn) The method of claim 1 , wherein the compound is a 1 f 5-substituted 
deoxyuridine derivative or analog. 

3. (Withdrawn) The method of claim 1 , wherein the compound is a substituted 
furanopyrimidone derivative or analog. 

4. (Canceled) 

Page 2 US- Serial No.: 10/051.320 

AttyDkt: NB 2019.00 

PAGE 4)8 1 RCVDAtTjSqoM 7:11:09 PM [Eastern Standard Time]* SVRiUSPTO-EFXRF-l/O 1 DMS:8729306 ft €810:6508494800* DURATION (mm«s):Q2>24 



12/08/2004 16;08 FAX 8508494800 BINGHAM McCUTCHEN LLP ^ @)005 



5. (Withdrawn) The method of claim 2, wherein the 1 ,5-substituted deoxyuridine is 
substituted at the 5 position with a suhstituent selected from the group consisting of 
alkyi, alkenyl, alkynyl, vinyl, propargjd sod substituted derivatives thereof 

6. (Withdrawn) The method of claim 5, wherein the substituted derivatives are 
halogen-substituted derivatives. 

7. (Withdrawn) The method of claim 6, wherein the halogen-substituted derivative is 
a 5-haloalkyl substituted deoxyuridine. 

8. (Withdrawn) The method of claim 7, wherein the compound is 5-bromovinyl 
substituted deoxyuridine. 

9. (Withdrawn) The method of claim 4, wherein the 1 ,5-substituted deoxyuridine is a 
5 '-phosphoryl derivative of pyrimidine. 

10. Claims 10 to 13 (Canceled) 

1 1 . (Withdrawn) The method of claim 1 , wherein the subject has an inflammatory 
condition. 

12. (Withdrawn) Hie method of claim 14, wherein the inflammatory condition is 
selected from the group consisting of psoriasis, ulcerative colitis, scleroderma, 
inflammatory bowel disease, asthma, and Crohn's disease. 

13. (Withdrawn) The method of claim I, further comprising administering an 
effective amount of an agent that treats an autoimmune and/or inflammatory 
condition. 

14. (Withdrawn) The method of claim 16, wherein the agent is selected from the 
group consisting of a corticosteroid, aN-SAID, an anti-rheumatic drug and an 
anti-TNF agent. 

1 5. (Withdrawn) A method for treating cells or tissue involved in a pathology 
selected from the group consisting of an autoimmune disease and an inflammatory 
condition, comprising contacting the cells or tissue with an effective amount of a 
compound selected from the group consisting of a 1,5- substituted pyrimidine 
derivative or analog and a substituted furano-pyrimidone derivative or analog thereof. 
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16. (Withdrawn) The method of claim 18, wherein the compound is (£)-5-(2- 
bromovinyl^'-deoxy-S'-uridyl phenyl I^alaninylphosphoramidate. 

17. (Withdrawn) An assay for selecting agents that treat cells or tissue involved in a 
pathology selected from the group consisting of an autoimmune disease and an 
inflammatory condition, comprising contacting a first sample comprising suitable 
cells or tissue with an effective amount of a compound selected from the group 
consisting of a deoxyuridine, a substituted deoxyuridine, a substituted deoxyuridine 
derivative and analogs thereof and contacting a second sample of the suitable cells or 
tissue with the agent to be assayed and comparing the treatment of the first and 
second samples. 

1 8. (Withdrawn) Hie assay of claim 20, further comprising contacting the agent with 
a third sample of cells or tissue comprising normal counterpart cells or tissue to the 
second sample and selecting agents that treat the second sample of cells or tissue but 
does not adversely effect the third sample. 

19. (Withdrawn) The assay of claim 21 , wherein the substituted deoxyuridine 
derivative is (£)-5-(2-bromovinyl)»2 , -deoxy-5 '-uridyl phenyl L- 
alaninylphosphoramidate. 
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20. (New) The method of claim L wherein the compound is an L- or D- compound of 
the formula : 

NH- 




and wherein the compound may be in any of its enantiomeric, disasteriomeric, 
sterioisomeric or anomeric forms. 
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